We consider it ontogenetically more likely that the values will vary steadily in one direction rather than fluctuate widely with different gestations. Our ratio of [argininelvasopressin/oxytocin, of approx. 4, is considerably less than that previously reported. Our study of [argininelvasopressin and oxytocin in the human foetal pituitary shows contents lower than previously reported for both polypeptides. The extraction was efficient and the antibodies used showed no reaction with other foetal posteriorpituitary polypeptides which may account for this discrepancy. However, as the dissections in this study were sometimes 24 h after the babies died, there could have been destruction of the polypeptides within the pituitary during this time. Perfusion of livers with an otherwise complete but bile-salt-free medium resulted in both a fall in the concentration of bile salts in bile and a fall in the biliary output of 5'-nucleotidase and alkaline phosphodiesterase. Addition of bile salts to the perfusion medium elevated the biliary bile-salt concentration and dramatically increased the output of 5'-nucleotidase and the phosphodiesterase. Further infusion of bile salt for 2h maintained biliary bile-salt output, but the biliary output of 5'-nucleotidase and phosphodiesterase returned to pre-infusion values after about 1 h. Perfusion of livers with a medium devoid of rat plasma proteins resulted in a decline in the biliary output of rat plasma proteins. Rat plasma albumin had virtually disappeared from bile by 90min, whereas the output of immunoglobulin A (IgA) declined more slowly and took about 180min virtually to disappear from the bile. Addition of bovine serum albumin to the perfusion medium resulted in the appearance of this protein in bile within 30min.
Oestrogen-induced cholestasis may be due to increased permeability of tight junctions The seal between cells forming the bile canaliculus is the tight junction, which acts as a molecular sieve progressively restricting the movement of molecules of increasing size. Increased permeability of these junctions would allow increased diffusion between bile and plasma and vice versa, and this might contribute to the development of cholestasis under some conditions. Such cholestasis would be characterized by the development of permeability to molecules of increasing molecular weight.
We have tested this hypothesis for oestrogen-induced cholestasis; oestrogens appear to be responsible for cholestasis of pregnancy and cholestasis caused by contraceptive steroids. Rats were given ethynyloestradiol for 3 and 7 days and compared with controls. Elevation of plasma bile salt concentrations (mol.wt. approx. 500) preceded those of bilirubin (mol.wt. 936 Specific receptors for prolactin are present in the plasma membrane of hepatocytes in female rat liver (Silverstein & Richards, 1979) . Binding of prolactin to these receptors with subsequent translocation of the intact hormone to the Golgi apparatus has been suggested on the basis of ultrastructural and preparative fractionation studies (Josefberg et al., 1978) . The present study follows the hepatic uptake of radiolabelled prolactin by rat liver using sequential single-step fractionation of liver homogenates and demonstrates the localization of hormone to a population of low-density membranes.
Rats were anaesthetized with sodium pentobarbitone and injected via the portal vein with 0.1 ml of 0.13 M-sodium borate buffer, pH 8.3, containing 5 ng of '251-labelled (Hunter & Greenwood, 1962) rat prolactin (sp. radioactivity 7.4GBq/mg). The liver was removed after various time intervals and a portion subjected to single-step analytical subcellular fractionation by sucrose-density-gradient centrifugation as described by Smith & Peters (1980) . The fractions were assayed for radioactivity and for various organelle marker enzymes.
Intraportal administration of '251-labelled prolactin to a female Wistar rat, followed after lOmin by fractionation as described above, gave the distribution profiles shown in Fig. 1. The distribution of the radiolabel shows a major peak of activity at a density of 1 . 1 2 g .~m -~ coincident with that of the Golgi marker, galactosyltransferase, and with the low-density peak of alkaline phosphodiesterase, a marker for the population of membranes (ligandosomes) associated with the internalization of both glucagon (Smith et al., 1980) and insulin (Smith & Peters, 1981) . In addition there is a small shoulder in the distribution profile, at a density of 1.21 g.cm-', similar in position to N-acetyl-/-glucosaminidase, a lysosomal marker.
Alteration of the time (between 2 and 20min) allowed for uptake and processing after intraportal administration of Density (g . cm 3, Fig. 1 . Distribution of radioactivity in female rat liver after intraportal administration of I 251-labelled prolactin 37KBq of '251-labelled prolactin were administered intraportally to a female rat and the liver fractionated after 10min as described in the text. The distribution of radiolabel ( '251) is compared with the distribution of galactosyltransferase (Gal. Trans.), alkaline phosphodiesterase (PD 1) and N-acetyl-/-glucosaminidase (N-Ac-/-Glu).
